The immune system is a host defense system comprised of both innate mechanisms able to rapidly recognize and respond to conserved pathogen associated molecular patterns (PAMPs) as well as adaptive mechanisms able to respond to a wide variety of non-conserved and conserved pathogen associated molecules. In vitro and in vivo studies have demonstrated that the kinetics and type of immune response triggered by pathogenic insults is a function of both the nature of the insult and the subsequent cross-regulatory interactions between the responding immune cells. In this context, the potential immunomodulatory inXuences of the nervous system have been often viewed as exerting minimal modulatory eVects and thus of being largely irrelevant in the development of immune responses. Here, using a Saturday Night Live (SNL)-styled point:counterpoint format, we discuss whether and to what extent the nervous system can shape the responses of the immune system. Finally, we examine whether primary degenerative disorders of the CNS are likely to lead to alterations in immune function.
Introduction
The immune system and the nervous system are two organ systems in which the Wnal function is determined as much by stochastic environmental cues as well as by hard wired or inherent mechanisms (Medzhitov and Janeway, 1998) . In addition, cells of both organ systems express many receptors (including neurotransmitter, chemokine and cytokine receptors) that potentially allow for direct interactions and counter-regulation between the CNS and the immune systems (Madden et al., 1995; Cabot, 2001; Frohman et al., 2001; Straub, 2004; Wrona, 2006) . However, the ability to study the development and function of either system in isolation in vitro without interactions with the other system has contributed to an unstated but frequent misconception. SpeciWcally, CNS:immune system interactions are presumed to be at best of only minor regulatory importance for the in vivo function of either immune or CNS cells. One consequence of this viewpoint is the failure to understand how primary defects in the nervous system may lead to serious alterations in immune function. To highlight these issues, we present here a Saturday Night Live (SNL) '70's styled debate that presents polarized viewpoints of the traditional T cell immunologist versus the neuroimmunologist (Fig. 1) . For those unfamiliar with SNL and the infamous point:counterpoint discussions between Dan Ackroyd and Jane Curtin, the following weblinks are provided for reference (http://en.wikipedia.org/wiki/Weekend_Update and http://snltranscripts. jt.org/78/78iupdate.phtml). Table 1 deWnes the acronyms used throughout this paper.
Excerpted from SNL's collection of unaired pointcounterpoint discussion between Dan AyCroyd and Jane Kurton
Dan "the immunologist" Aycroyd: Neuroimmunology is neither neurobiology nor immunology. At best, this
